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Phthalates are a class of organic chemicals that 
have been used as plasticizers for polyvinyl-
chloride formulations since the 1930s. These 
chemicals have been widely used in food pack-
aging, medical devices and medications, toys, 
and building materials, as well as cosmetics 
and personal care products commonly used 
by women, such as perfume, lotion, and nail 
polish (Blount et al. 2000b). There is increas-
ing concern that phthalates may have negative 
effects on human fertility and reproductive 
health, although there have been few studies 
on this topic. Moreover, most of the human 
studies suggesting an effect of phthalates on 
reproductive health have focused on males 
and have found deleterious effects on testicu-
lar function and spermatogenesis (Hauser and 
Calafat 2005).
Several studies in experimental animals 
suggest that phthalates possess endocrine-
disrupting properties and can adversely 
affect reproductive function by antagonizing 
or altering the effects of endogenous sex ste-
roid hormones (Agarwal et al. 1985, 1989; 
Arcadi et al. 1998; Berman and Laskey 1993; 
Davis et al. 1994a, 1994b; Lamb et al. 1987; 
Laskey and Berman 1993; Lovekamp and 
Davis 2001), and an emerging literature has 
begun to identify potential effects on female 
animals. Specifically, studies of sexually 
mature rats have found that exposure to di(2-
ethylhexyl) phthalate (DEHP) and one of its 
metabolites, mono(2-ethylhexyl) phthalate 
(MEHP), is associated with smaller preovula-
tory follicles, anovulation or delayed ovulation, 
longer estrous cycles, decreased synthesis of 
estradiol, decreased serum progesterone levels, 
and increased serum follicle-stimulating hor-
mone (FSH) levels (Davis et al. 1994a, 1994b; 
Lovekamp and Davis 2001). In addition, stud-
ies in pregnant and pseudopregnant rats have 
found associations between exposures to dibu-
tyl phthalate (DBP) and benzyl butyl phthalate 
(BzBP) and impaired implantation in mated 
females (Ema et al. 1998, 2000), suggesting 
a possible link between phthalates and altera-
tions in the endogenous hormonal milieu. In 
these studies, monobutyl phthalate (MBP), the 
main metabolite of DBP, and other phthalate 
metabolites, including monomethyl phthalate, 
monoethyl phthalate (MEP), monopropyl 
phthalate, and monopentyl phthalate, had no 
effect on estradiol synthesis (Lovekamp and 
Davis 2001).
Given that some phthalates have anti-
estrogenic activities (Davis et al. 1994a, 
1994b; Lamb et al. 1987), and some have been 
shown to have weak estrogenic activity in vitro 
(Harris et al. 1997; Picard et al. 2001), there 
is biologic plausibility for an effect of phtha-
lates on the incidence of hormone-responsive 
conditions such as endometriosis and uterine 
leiomyomata (fibroids). Endometriosis and 
uterine leiomyomata are common disorders 
among reproductive-age women and are asso-
ciated with considerable morbidity, includ-
ing pelvic pain, menorrhagia, and infertility 
(Eskenazi and Warner 1997; Schwartz et al. 
2000; Velebil et al. 1995). Endometriosis is 
characterized by growth beyond or outside the 
uterus of tissue resembling the endometrium. 
Uterine leiomyomata are benign neoplasms 
composed of smooth muscle cells, growing 
within or around the myometrium. Prevalence 
estimates of clinically relevant endometriosis 
and leiomyomata in premenopausal women 
are approximately 10% and 30%, respectively 
(Baird et al. 2003; Missmer and Mohllajee 
2008; Schwartz et al. 2000). Both conditions 
are leading indications for hysterectomy in 
the United States (Farquhar and Steiner 2002; 
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Ba c k g r o u n d: Phthalates are ubiquitous chemicals used in consumer products. Some phthalates are 
reproductive toxicants in experimental animals, but human data are limited.
oB j e c t i v e: We conducted a cross-sectional study of urinary phthalate metabolite concentrations 
in relation to self-reported history of endometriosis and uterine leiomyomata among 1,227 women 
20–54 years of age from three cycles of the National Health and Nutrition Examination Survey 
(NHANES), 1999–2004.
Me t h o d s : We examined four phthalate metabolites: mono(2-ethylhexyl) phthalate (MEHP), 
monobutyl phthalate (MBP), monoethyl phthalate (MEP), and monobenzyl phthalate (MBzP). 
From the last two NHANES cycles, we also examined mono(2-ethyl-5-hydroxyhexyl) phthalate 
(MEHHP) and mono(2-ethyl-5-oxohexyl) phthalate (MEOHP). We used logistic regression to esti-
mate odds ratios (ORs) and 95% confidence intervals (CIs), adjusting for potential confounders.
re s u l t s: Eighty-seven (7%) and 151 (12%) women reported diagnoses of endometriosis and 
leiomyomata, respectively. The ORs comparing the highest versus lowest three quartiles of urinary 
MBP were 1.36 (95% CI, 0.77–2.41) for endometriosis, 1.56 (95% CI, 0.93–2.61) for leiomyo-
mata, and 1.71 (95% CI, 1.07–2.75) for both conditions combined. The corresponding ORs for 
MEHP were 0.44 (95% CI, 0.19–1.02) for endometriosis, 0.63 (95% CI, 0.35–1.12) for leio-
myomata, and 0.59 (95% CI, 0.37–0.95) for both conditions combined. Findings for MEHHP and 
MEOHP agreed with findings for MEHP with respect to endometriosis only. We observed null 
associations for MEP and MBzP. Associations were similar when we excluded women diagnosed 
> 7 years before their NHANES evaluation.
co n c l u s i o n: The positive associations for MBP and inverse associations for MEHP in relation to 
endometriosis and leiomyomata warrant investigation in prospective studies.
key w o r d s : dibutyl phthalate, di(2-ethylhexyl) phthalate, endometriosis, leiomyomata, mono-
benzyl phthalate, monobutyl phthalate, monoethyl phthalate, mono(2-ethyl-5-hydroxyhexyl) 
phthalate, mono(2-ethyl-5-oxohexyl) phthalate, mono(2-ethylhexyl) phthalate. Environ Health 
Perspect 118:825–832 (2010).  doi:10.1289/ehp.0901543 [Online 25 February 2010]Weuve et al.
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Wilcox et al. 1994) and are associated with 
significant costs for lost productivity and hos-
pitalization, accounting for several billion dol-
lars annually in the United States for health 
care alone (Flynn et al. 2006; Simoens et al. 
2007). Although the etiologies of both condi-
tions remain poorly understood, there is evi-
dence that they are influenced by endogenous 
sex steroid hormones (Eskenazi and Warner 
1997; Schwartz et al. 2000).
Four epidemiologic studies have assessed 
phthalate exposures in relation to these condi-
tions, and their findings suggest increased risk 
with higher levels of exposure to some phtha-
lates (Cobellis et al. 2003; Itoh et al. 2009; 
Luisi et al. 2006; Reddy et al. 2006). However, 
these studies were small (with 15–57 cases), 
adjusted for few if any potential confounders, 
and recruited controls from clinical settings, 
a potential source of bias. Moreover, most of 
these studies relied on plasma or serum levels 
of phthalate diesters and monoesters as bio-
markers of exposure. These exposure meas  ures 
have two critical limitations. First, measure-
ments of diesters in any biologic medium 
are prone to contamination from phthalate-
containing laboratory supplies and other 
sources. Second, monoester measurements in 
blood are also susceptible to contamination, 
because serum enzymes can hydrolyze diesters 
in the blood to their respective monoesters 
after the specimen has been collected (Kato 
et al. 2003). The potential for contamination 
generally decreases when measuring phthalate 
monoester metabolites in urine. In assessing 
exposure to DEHP, the potential for contami-
nation is virtually eliminated when measuring 
the metabolites produced via enzymatic oxida-
tion (Kato et al. 2004).
Therefore, we examined the association of 
phthalate exposures with endometriosis and 
uterine leiomyomata, using cross-sectional data 
on urinary phthalate metabolite concentrations 
and self-reported reproductive history from 
1,227 women participating in the National 
Health and Nutrition Examination Survey 
(NHANES), 1999–2004. In addition, for 838 
women, we examined urinary concentrations 
of two oxidative metabolites of DEHP, which 
were measured in NHANES 2001–2004.
Materials and Methods
We used data from three cycles (1999–2000, 
2001–2002, 2003–2004) of NHANES 
[Centers for Disease Control and Prevention 
(CDC) 2009] to examine the association 
between urinary phthalate metabolites and 
previously diagnosed endometriosis or uterine 
leiomyomata. Briefly, NHANES is an ongo-
ing cross-sectional national survey conducted 
by the National Center for Health Statistics 
at the CDC, designed to collect data on the 
health and nutritional status of the civilian, 
noninstitutionalized U.S. population. Data 
estimates are sampling-probability based and 
are representative of the U.S. population. 
NHANES collects data through question-
naires, physical examinations, and laboratory 
tests. The assessment includes both a house-
hold interview and mobile examination com-
ponent (MEC), during which blood and urine 
are collected. Sociodemographic information 
and medical histories of the survey participants 
and their families were collected during the 
household interviews (CDC 2009). All par-
ticipants provided written informed consent, 
and the NCHS obtained institutional review 
board approval to conduct the survey.
Study population. NHANES 1999–2004 
was conducted in 87 locations throughout the 
United States and included examinations of 
31,126 people of all ages (15,942 females). A 
random one-third subset of participants was 
selected by NHANES for phthalate metabolite 
measurements, thereby retaining the represen-
tational aspect of these data (CDC 2009).
Women participating in the MEC assess-
ment and who completed the reproductive 
health questionnaire (given to all female par-
ticipants ≥ 12 years of age) were eligible for our 
analyses (n = 10,946). Questions pertaining to 
endometriosis and leiomyomata were restricted 
to women 20–54 years of age, further restrict-
ing the eligible population to 4,094 women. 
Of these women, 1,379 were included in the 
one-third subset of participants whose urinary 
specimens were analyzed for phthalates. We 
further excluded the 127 women whose uri-
nary creatinine concentrations were < 30 or 
> 300 mg/dL (Silva et al. 2004). An additional 
25 women were missing data on key covariates, 
leaving 1,227 women for our analyses of endo-
metriosis. Of these women, six were missing 
responses pertaining to uterine leiomyomata, 
and thus our analyses of this outcome included 
1,221 women. Because menopausal status is 
unlikely to influence the measurement of uri-
nary phthalate metabolites, we retained women 
who were postmenopausal at the time of the 
MEC interview. Our analyses of two oxidative 
metabolites of DEHP (assessed in NHANES 
2001–2004) in association with endometriosis 
and uterine leiomyomata, included 838 and 
835 women, respectively.
Women who were excluded from our 
main analyses did not differ substantially from 
included women with respect to a range of 
demographic, lifestyle, and reproductive health 
factors. For example, these groups were similar 
in age (35.6 vs. 35.7 years), age at menarche 
(12.6 vs. 12.6 years), parity status (25% vs. 
27% nulliparous), and race/  ethnicity (19% vs. 
21% African American).
Assessment of exposure to phthalates. We 
examined the metabolites of four prevalent 
phthalates measured in the three consecu-
tive NHANES cycles: MEHP, a monoester 
metabolite of DEHP; MBP; MEP, metabolite 
of diethyl phthalate (DEP); and mono  benzyl 
phthalate (MBzP), the main metabolite of 
BzBP. In the 2001–2002 and 2003–2004 
cycles, concentrations of mono-n-butyl phtha-
late (MnBP) and mono-isobutyl phthalate were 
measured separately, and we summed these 
concentrations to obtain total MBP concen-
tration for these cycles. Data for other phtha-
late metabolites—monocyclohexyl phthalate, 
mono-n-octyl phthalate, and monoisononyl 
phthalate—were also available for the three 
NHANES cycles. However, these metabolites 
were detected in < 10% of the samples exam-
ined and were not included in our analyses.
Urinary concentrations of additional phtha-
late metabolites were introduced in the 2001–
2002 cycle. Of particular interest to our study 
were concentrations of two oxidative metabo-
lites of DEHP: mono(2-ethyl-5-  hydroxyhexyl)
phthalate (MEHHP) and mono(2-ethyl-5-
  oxohexyl) phthalate (MEOHP). These metabo-
lites are produced only via enzymatic oxidation 
and are not produced in the environment. 
Moreover, their concentrations in urine are 
often at least an order of magnitude greater 
than concentrations of MEHP, making them 
potentially more sensitive measures of expo-
sure to DEHP. Therefore, we also examined 
these two oxidative metabolites for data in the 
2001–2002 and 2003–2004 cycles to evaluate 
the consistency of the findings for MEHP. As a 
summary measure of DEHP exposure, we com-
puted the molar sum concentration of MEHP, 
MEHHP, and MEOHP. In exploratory analy-
ses, we evaluated a fourth metabolite of DEHP, 
the oxidative metabolite, mono(2-ethyl-5-
  carboxypentyl) phthalate (MECPP), which was 
measured only in the 2003–2004 cycle.
Urine specimens for analyses, including 
phthalate metabolites and creatinine concen-
trations, were collected from each participant 
during one of three daily examination peri-
ods (0830–1200, 1230–1600, or 1630–2000 
hours) (Silva et al. 2004). After collection, 
urine specimens were aliquoted and stored 
cold (2–4°C) or frozen until they were shipped 
to the various laboratories for analysis (Silva 
et al. 2004). Urine specimens were analyzed 
for creatinine using a Beckman Synchron 
AS/ASTRA clinical analyzer (Beckman 
Instruments, Inc., Brea, CA) at the University 
of Minnesota Medical Center (Silva et al. 
2004). Samples collected for phthalate metab-
olite measurements were shipped on dry ice to 
the CDC’s National Center for Environmental 
Health. Urine samples were stored frozen at or 
below –20°C until analyzed. The samples were 
analyzed by solid-phase extraction followed by 
isotope-dilution high-performance liquid chro-
matography and tandem mass spectrometry as 
previously described (Blount et al. 2000a; Silva 
et al. 2003). To correct for urine dilution, we 
divided all phthalate metabolite concentrations 
by urinary creatinine concentration (Jackson Phthalates and risk of endometriosis and leiomyomata
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1966) and used the resulting creatinine-
  corrected concentrations for our primary 
analyses. Concentrations below the limit of 
detection (LOD) were replaced with the LOD 
divided by the square root of 2 (Hornung and 
Reed 1990). For any given urinary metabolite, 
the proportion of women in our study who 
had concentrations < LOD ranged from 0.2% 
to 20.5%.
Assessment of endometriosis and uterine 
leiomyomata. We classified each woman’s his-
tory of endometriosis and uterine leiomyomata 
according to her response to two questions: 
a) “Has a doctor or other health professional 
ever told you that you had endometriosis?” 
b) “Has a doctor or other health professional 
ever told you that you had uterine fibroids?” 
Women who answered positively to either of 
these questions were further queried regarding 
their age at first diagnosis (open-ended ques-
tion) (CDC 2009).
Assessment of covariates. Data on age at 
menarche, gravidity, parity, current pregnancy 
status, breast-feeding, use of hormonal contra-
ception, menopausal status, and gynecologic 
surgeries were obtained from the NHANES 
reproductive health questionnaire. We 
obtained data on age and race/ethnicity from 
the NHANES home interview.
Statistical analysis. We conducted all sta-
tistical analyses using SAS-callable SUDAAN, 
release 9.0.2 (RTI International, Research 
Triangle Park, NC). Unless specified, our 
analyses accounted for the complex sampling 
design of and nonresponse to the NHANES 
through use of sampling weights and sam-
ple design variables. Sampling errors were 
estimated using the Taylor series linearized 
method (CDC 2005).
We computed geometric mean phthalate 
metabolite concentrations within diagnosis 
groups, testing differences by case status using 
linear regression models of log-transformed 
phthalate concentrations. Within quartiles of 
each phthalate metabolite and within case sta-
tus for each of the two outcomes, we deter-
mined means and frequencies of various 
characteristics, testing differences using linear 
and logistic regression models. To evaluate the 
association between exposure to phthalates and 
the two outcomes, we used multiple logistic 
regression to derive adjusted odds ratios (ORs) 
and their 95% confidence intervals (CIs) across 
quartiles of each phthalate metabolite concen-
tration in relation to endometriosis and uterine 
leiomyomata. Tests for trend were calculated 
by including in the regression model a single 
variable coded as the median of each exposure 
quartile (Breslow and Day 1987). We con-
ducted separate analyses for each phthalate 
metabolite and for each outcome, comparing 
women who reported a history of the outcome 
with those who did not. Because endometriosis 
and uterine leiomyomata share some common 
hormonal characteristics, we also analyzed a 
combined end point defined as having a his-
tory of one or both conditions, allowing for 
increased statistical power, the caveat being that 
associations could be diluted if the phthalate-
related etiologies differ by outcome. Because 
the distributions of the urinary phthalate con-
centrations were strongly right-skewed, we also 
conducted analyses in which we compared 
women in the highest quartile of each metabo-
lite with those in the lowest three quartiles.
As potential confounders, we examined 
variables that were associated with urinary 
phthalate concentrations in our study popula-
tion and are also considered well-established 
risk factors for the outcomes of interest. Final 
models were adjusted for age (years) at time 
of NHANES urine sample collection, race/ 
ethnicity (African American, white, other), age 
at menarche (years), and both current preg-
nancy and breast-feeding status. Because of the 
possibility that hysterectomy, nulliparity, and 
oral contraceptive use could be consequences of 
the outcomes, we did not adjust for these vari-
ables. For models involving only 2001–2004 
data, we did not adjust for breast-feeding sta-
tus, because very few women in this popula-
tion (n = 28) reported breast-feeding. We were 
unable to consider infertility history, because 
these data were not publicly available.
The exposure interval directly reflected 
by urinary phthalate concentrations is quite 
short. To evaluate the associations between 
phthalate exposures and the two outcomes in 
a manner that better reflected the exposures 
that were actually measured, we conducted 
secondary analyses that excluded women who 
had the diagnosis of interest or a hysterectomy 
> 10 years before their NHANES evaluation 
[leaving n = 1,146 (47 cases) and 1,134 (96 
cases) for analyses of endometriosis and uter-
ine leiomyomata, respectively] and > 7 years 
before [leaving n = 1,128 (38 cases) and 1,112 
(79 cases) for endometriosis and leiomyomata, 
respectively]. For the analyses of uterine leio-
myomata and the combined end point, we had 
sufficient cases to additionally make these exclu-
sions on the basis of a 5-year interval [leaving 
n = 1,096 (67 cases) for leiomyomata analyses].
We performed several sensitivity analyses. 
In parallel to our primary analyses of creati-
nine-corrected urinary phthalate metabolite 
concentrations, we conducted analyses using 
raw phthalate metabolite concentrations as 
the measures of exposure and then included 
urinary creatinine as an additional term in the 
logistic regression models. We also reanalyzed 
the data, allowing for the inclusion of the 
127 women with very low (< 30 mg/dL) or 
very high (> 300 mg/dL) urinary creatinine 
concentrations. Finally, although our analy-
ses of MEHHP and MEOHP constitute a 
sensitivity analysis of the MEHP analyses, for 
enhanced comparability, we evaluated MEHP 
over the same period in which the oxidative 
metabolites were assessed (2001–2004).
We considered a p-value < 0.05 to be statis-
tically significant. For all analyses, we used cre-
atinine-corrected urinary concentrations of the 
phthalate metabolites, unless stated otherwise.
Results
Among the 1,227 women included in our 
analysis, the unweighted percentages of those 
20–29, 30–39, 40–49, and 50–54 years of age 
were, respectively, 33.8%, 27.1%, 27.8% and 
11.3%. Eighty-seven women (7%) reported 
a previous diagnosis of endometriosis, 151 
(12%) reported a previous diagnosis of uterine 
leiomyomata, and 201 (16%) reported a pre-
vious diagnosis of either condition [34 (3%) 
had both conditions]. Women with a history 
of endometriosis reported that their diagno-
ses occurred < 1 year to 34 years before their 
NHANES evaluation (median, 9 years). For 
uterine leiomyomata, this range was < 1 to 
36 years (median, 7 years).
Table 1 lists the geometric mean urinary 
concentrations of the phthalate metabo-
lites. Urinary concentrations of MBP were 
somewhat higher among women with endo-
metriosis, and women with endometriosis or 
leiomyomata had significantly lower concen-
trations of MEHP than did women without 
these conditions (p = 0.03).
Women in the highest quartiles of urinary 
MEP were significantly more likely to be non-
Hispanic black or Mexican American than 
were women in the lowest quartiles (Table 2). 
Women in the lowest MEP quartile were more 
likely to be currently breast-feeding than were 
women in the higher quartiles. Women in the 
highest quartile of urinary MBzP were sig-
nificantly younger, less likely to be Mexican-
American, and more likely to be pregnant than 
were women in the lower quartiles. None of the 
characteristics varied significantly across quartiles 
of urinary MEHP, but some patterns emerged 
in data on the DEHP oxidative metabo  lites 
(data not shown). For example, compared with 
the lowest quartiles of urinary MEOHP, women 
in the highest quartile were more likely to be 
non-Hispanic white (p = 0.02).
Women who reported a history of endo-
metriosis were significantly older, more likely 
to be non-Hispanic white, and less likely to 
be non-Hispanic black or Mexican American 
than were noncases (Table 2). They were also 
significantly less likely to have been currently 
breast-feeding. Women who reported a his-
tory of uterine leiomyomata were also signifi-
cantly older than noncases, but in contrast to 
the race/ethnicity pattern for endometriosis, 
leiomyomata cases were significantly more 
likely than noncases to be non-Hispanic black. 
Nulliparity and current use of oral contracep-
tives were significantly less common among 
leiomyomata cases than among noncases. Weuve et al.
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History of hysterectomy was common among 
women who reported either condition.
Urinary concentration of MBP was weakly 
associated with increased odds of both endo-
metriosis (highest vs. lowest three quartiles: 
OR = 1.36; 95% CI, 0.77–2.41) and leio-
myomata (highest vs. lowest three quartiles: 
OR = 1.56; 95% CI, 0.93–2.61) (Table 3). 
When we examined the outcomes as a com-
bined end point, the OR comparing the 
highest versus lowest three quartiles of uri-
nary MBP was 1.71 (95% CI, 1.07–2.75). 
Urinary concentration of MEHP was inversely 
associated with both endometriosis (highest 
vs. lowest three quartiles: OR = 0.44; 95% 
CI, 0.19–1.02) and leiomyomata (highest vs. 
lowest three quartiles: OR = 0.63; 95% CI, 
0.35–1.12). For endometriosis, ORs decreased 
significantly with progressively higher levels of 
MEHP (ptrend = 0.05). For the outcomes com-
bined, we found statistically significant inverse 
associations corresponding to both the contrast 
between highest and lowest three quartiles of 
MEHP (OR = 0.59; 95% CI, 0.37–0.95) and 
the trend across increasing quartiles of MEHP 
(ptrend = 0.03).
The associations of urinary MBP and 
MEHP concentrations with these outcomes 
either remained unchanged or became stron-
ger when we excluded women whose diagno-
ses or hysterectomy occurred further in the 
past. For MBP and leiomyomata, when we 
excluded women whose leiomyomata diagnosis 
or hysterectomy occurred > 7 years before their 
NHANES examination, the OR for women 
in the highest quartile of MBP concentra-
tion versus those in the lowest three quartiles 
increased to 1.86 (95% CI, 0.94–3.68). The 
corresponding OR for the combined out-
come increased to 2.16 (95% CI, 1.23–3.77), 
with similar findings with exclusions based on 
a 5-year interval from diagnosis. For MEHP 
and endometriosis, when we excluded women 
whose diagnosis or hysterectomy occurred 
> 7 years before their NHANES examination, 
the OR for women in the highest quartile of 
MEHP concentration versus those in the low-
est three quartiles decreased to 0.19 (95% CI, 
0.05–0.78). For analyses of MEHP and the 
combined outcome, when we made exclusions 
based on a 5-year interval, the findings were 
consistent with those from our main analyses.
In analyses of the oxidative metabolites of 
DEHP (MEHHP and MEOHP), we found 
associations that were consistent with that 
between MEHP and endometriosis, but not 
with that between MEHP and leiomyomata 
(Table 4). Specifically, the OR of endometriosis 
for women in the highest quartile of MEHHP 
concentration versus those in the lowest three 
quartiles was 0.46 (95% CI, 0.18–1.21), and 
the comparable ORs for MEOHP and the 
molar sum of MEHP, MEHHP, and MEOHP 
also indicated an inverse association. In contrast, 
concentrations of the oxidative metabolites and 
the molar sum were not consistently associated 
with leiomyomata. Results for the highest versus 
the lowest three quartiles of MECPP, measured 
only in 2003–2004, were largely consistent with 
Table 1. Geometric mean urinary creatinine and creatinine-corrected urinary concentration of phthalate metabolites, by diagnosis.a
Geometric mean (SE)
All women 
(n = 1,227)
Women with 
endometriosis 
(n = 87)
Women with 
uterine leiomyomata 
(n = 151)
Women with 
neither condition 
(n = 1,020)
Percentage of all 
women with levels 
< LODb
Urinary creatinine (mg/dL) 108.2 (2.5) 108.4 (6.3) 114.0 (5.6) 107.3 (3.0) 0.0
Phthalate metabolites (ng/mg)
MBP 26.2 (0.9) 28.9 (4.1) 27.1 (2.6) 25.5 (1.0) 0.5
MEP 216.2 (11.9) 207.0 (27.5) 210.2 (21.9) 219.9 (14.1) 0.2
MEHP 3.3 (0.1) 2.5 (0.4) 2.8 (0.3) 3.4 (0.1)* 20.5
MBzP 14.1 (0.6) 14.4 (2.5) 13.6 (1.2) 14.1 (0.6) 0.6
Oxidative metabolites of DEHP (ng/mg) (2001–2004)c
MEHHP 19.4 (1.2) 16.5 (2.8) 20.0 (2.0) 19.7 (1.4) 0.8
MEOHP 13.3 (0.8) 11.5 (1.9) 13.8 (1.4) 13.5 (1.0) 1.7
aNumbers of women with and without a diagnosis do not sum to the total (1,227) because 34 women have both diagnoses, and data on diagnosis of uterine leiomyomata are missing 
for three women. bPercentages for MEHHP and MEOHP are based on the 2001–2004 sample population (n = 838). cn = 838, 57, 113, and 689 for all women, women with endometriosis, 
women with uterine leiomyomata, and women with neither condition, respectively. *Significantly higher (p = 0.03) than among women with endometriosis or uterine leiomyomata.
Table 2. Characteristics of the study population, by quartile of creatinine-corrected urinary phthalate concentration and by diagnosis status.
Race/ethnicity (%) Gynecologic and reproductive history (%)
Quartile
Range 
(ng/mg)
Mean 
age
Non-
Hispanic 
black
Non-
Hispanic 
white
Mexican 
American
Other/ 
mixed Nulliparous
Currently 
pregnant
Currently 
breast-
feeding
Age at menarche (years) Currently  
uses oral  
contraceptives
History of 
hysterectomy < 12 12–13 > 13
MBP Lowest 0.4–15.6 37.5 10.9 72.3 8.1 8.7 25.5 4.5 4.7 24.7 51.3 24.0 14.5 10.7
Second 15.7–25.3 36.1 13.2 72.1 8.6 6.1 30.0 8.0 1.8 23.1 54.0 22.9 14.4 11.8
Third 25.4–41.3 37.5 11.7 64.0 8.1 16.2 26.6 4.9 2.0 23.2 54.3 22.5 12.6 10.6
Highest 41.4–6,429 37.8 13.9 63.2 7.6 15.3 29.1 6.2 2.3 22.2 57.1 20.8 10.9 13.7
MEP Lowest 0.6–100 37.6 8.8 73.4 4.7 13.1 28.0 5.6 5.6 24.0 58.4 17.6 11.7 11.2
Second 101–209 36.9 11.8 72.3 6.3 9.6 27.0 4.9 2.3 27.0 50.4 22.7 13.1 12.3
Third 210–517 37.3 14.0 62.9 10.8 12.3 26.4 6.4 0.9 22.3 51.1 26.6 12.3 14.7
Highest 518–29,986 37.2 15.8* 61.1* 11.2* 11.8 29.9 6.8 1.7* 19.1 57.0 23.9 15.4 8.4
MEHP Lowest 0.2–1.4 38.3 9.7 69.2 9.0 12.1 29.8 5.1 2.9 26.1 54.3 19.6 9.7 11.0
Second 1.5–3.2 37.3 13.2 63.6 7.8 15.3 25.0 7.4 4.0 25.2 47.8 26.9 11.5 10.5
Third 3.3–6.3 36.8 11.5 67.9 9.2 11.4 26.3 3.9 0.9 20.3 58.9 20.8 19.2 14.0
Highest 6.4–538 36.4 15.4 70.8 6.3 7.4 29.9 7.0 2.7 21.1 56.4 22.5 12.5 11.5
MBzP Lowest 0.2–7.7 38.9 12.9 67.4 10.5 9.3 32.2 4.7 2.1 22.7 52.1 25.2 14.6 10.5
Second 7.8–13.1 37.4 12.1 65.2 8.8 10.9 28.7 3.6 2.6 24.7 53.2 22.1 15.4 9.7
Third 13.2–23.2 36.9 12.1 67.5 4.5 12.9 26.1 5.6 2.4 20.4 57.6 22.0 11.6 14.4
Highest 23.3–650 35.9* 12.6 71.1 5.8* 10.5 24.5 9.5* 3.6 25.5 53.5 21.0 10.9 12.1
Endometriosis Yes 40.4 5.3 83.7 3.0 8.0 24.8 2.9 0.1 26.1 55.8 18.1 10.4 49.3
No 36.9* 13.2* 66.2* 8.6* 12.0 28.1 6.2 3.0* 23.0 54.0 23.0 13.4 7.8*
Uterine Yes 44.3 18.9 67.1 3.4 10.5 16.6 2.8 1.6 27.1 52.8 20.0 6.5 42.3
leiomyomata No 36.0* 11.4* 67.9 8.1* 11.8 29.8* 6.4 2.9 22.8 54.4 22.8 14.2* 6.4*
*Difference across the quartiles or by diagnosis, p < 0.05. Phthalates and risk of endometriosis and leiomyomata
Environmental Health Perspectives  •  v o l u m e  118 | n u m b e r 6 | June 2010  829
the pattern of these findings, with OR = 0.49 
(95% CI, 0.12–1.93) for endometriosis (57 
cases) and OR = 1.63 (95% CI, 0.89–2.96) for 
uterine leiomyomata (113 cases).
Urinary concentrations of MEP and MBzP 
were not appreciably associated with risk of 
endometriosis or leiomyomata. Because cur-
rent pregnancy was more common with higher 
urinary MBzP and less common in both out-
comes, we repeated analyses of MBzP excluding 
pregnant women, but the results were similar.
Moreover, our results overall did not 
change after further adjustment for parity or 
use of oral contraceptives or when we excluded 
women who used oral contraceptives. They also 
did not change substantially when we replaced 
the creatinine-corrected urinary phthalate con-
centrations with uncorrected concentrations 
or when we included women with extreme 
  urinary creatinine concentrations.
Discussion
In this large nationally representative cross-
sectional study, in which we used urinary 
phthalate metabolite concentrations as bio-
markers of exposure to four parent phthalates, 
we observed weak positive associations for uri-
nary MBP, and weak inverse associations for 
urinary MEHP, in relation to self-reported 
history of endometriosis and leiomyomata. 
Our analyses of the two oxidative metabolites 
of DEHP—MEHHP and MEOHP—yielded 
findings that were consistent with our findings 
for MEHP with respect to endometriosis, but 
not with respect to uterine leiomyomata. We 
found little evidence for associations of urinary 
MEP and MBzP with each of these outcomes.
Our results for MEHP and endometriosis 
do not agree with findings from the three case–
control studies on this subject, all which identi-
fied positive associations between markers of 
DEHP exposure and risk of endometriosis. 
Cobellis et al. (2003) reported higher plasma 
DEHP concentrations [median, 0.57 µg/mL; 
interquartile range (IQR), 0.06–1.23] among 
women with endometriosis than among con-
trols (0.18 µg/mL; IQR, 0–0.44; p = 0.005). 
However, plasma MEHP concentrations were 
generally low and did not differ between the 
outcome groups: for cases the median MEHP 
was 0.38 µg/mL (IQR, 0.1–0.97), and for 
controls the median was 0.58 µg/mL (IQR, 
0.34–0.71). Our MEHP results also diverge 
from a subsequent case–control study by 
Reddy et al. (2006), in which women with 
laparoscopy-  confirmed endometriosis had 
significantly higher plasma concentrations of 
DEHP compared with controls, and concen-
trations appeared more elevated with increas-
ingly severe stage of endometriosis. In a third 
case–  control study by Itoh et al. (2009), 
Table 3. Adjusteda ORs of endometriosis or uterine leiomyomata by concentration of creatinine-corrected urinary phthalate metabolite, in quartiles (1999–2004).
MBP MEP MEHP MBzP
Cases/n OR (95% CI) Cases/n OR (95% CI) Cases/n OR (95% CI) Cases/n OR (95% CI)
Endometriosis 
Lowest Q 22/303 1.00 Reference 28/304 1.00 Reference 28/309 1.00 Reference 23/306 1.00 Reference
Second Q 20/306 0.75 (0.38–1.47) 20/309 0.89 (0.44–1.82) 21/303 0.78 (0.38–1.58) 19/306 0.84 (0.37–1.89)
Third Q 22/310 0.96 (0.49–1.91) 18/304 1.13 (0.56–2.27) 23/309 0.89 (0.42–1.90) 23/309 1.17 (0.47–2.94)
Highest Q 23/308 1.24 (0.65–2.34) 21/310 1.12 (0.53–2.35) 15/306 0.39 (0.16–0.95) 22/306 1.17 (0.42–3.27)
ptrend = 0.3 ptrend = 0.6 ptrend = 0.05 ptrend = 0.6
Highest 
Q
Lowest 
three Qs OR (95% CI)
Highest 
Q
Lowest 
three Qs OR (95% CI)
Highest 
Q
Lowest 
three Qs OR (95% CI)
Highest 
Q
Lowest 
three Qs OR (95% CI)
Highest vs. lowest three Qs 23/308 64/919 1.36 (0.77–2.41) 21/310 66/917 1.12 (0.58–2.17) 15/306 72/921 0.44 (0.19–1.02) 22/306 65/921 1.16 (0.58–2.33)
Excluding women who had 
diagnosis or hysterectomy
> 10 years ago 11/289 36/857 1.47 (0.70–3.10) 10/290 37/856 0.87 (0.30–2.51) 5/284 42/862 0.21 (0.06–0.74) 13/292 34/854 1.55 (0.55–4.37)
> 7 years ago 9/284 29/844 1.45 (0.64–3.28) 7/285 31/843 0.80 (0.23–2.76) 4/282 34/846 0.19 (0.05–0.78) 8/286 30/842 0.94 (0.28–3.12)
Uterine leiomyomata
Lowest Q 33/301 1.00 Reference 41/301 1.00 Reference 43/307 1.00 Reference 37/306 1.00 Reference
Second Q 29/305 0.66 (0.40–1.10) 31/309 0.72 (0.35–1.46) 37/301 1.03 (0.59–1.80) 36/302 1.11 (0.59–2.07)
Third Q 39/308 0.76 (0.46–1.28) 45/303 1.29 (0.74–2.25) 42/307 1.13 (0.65–1.95) 47/309 1.16 (0.64–2.13)
Highest Q 50/307 1.26 (0.70–2.27) 34/308 0.85 (0.47–1.54) 29/306 0.66 (0.35–1.26) 31/304 1.14 (0.54–2.39)
ptrend = 0.2 ptrend = 0.9 ptrend = 0.2 ptrend = 0.8
Highest 
Q
Lowest 
three Qs OR (95% CI)
Highest 
Q
Lowest 
three Qs OR (95% CI)
Highest 
Q
Lowest 
three Qs OR (95% CI)
Highest 
Q
Lowest 
three Qs OR (95% CI)
Highest vs. lowest three Qs 50/307 101/914 1.56 (0.93–2.61) 34/308 117/913 0.86 (0.51–1.46) 29/306 122/915 0.63 (0.35–1.12) 31/304 120/917 1.04 (0.57–1.92)
Excluding women who had 
diagnosis or hysterectomy
> 10 years ago 30/281 66/853 1.61 (0.86–3.01) 25/291 71/843 1.10 (0.60–2.01) 17/284 79/850 0.60 (0.30–1.23) 22/291 74/843 0.97 (0.45–2.08)
> 7 years ago 26/274 53/838 1.86 (0.94–3.68) 20/285 59/827 1.14 (0.58–2.26) 14/281 65/831 0.57 (0.26–1.29) 21/288 58/824 1.22 (0.55–2.74)
> 5 years ago 23/269 44/827 1.87 (0.96–3.65) 19/283 48/813 1.35 (0.68–2.68) 12/278 55/818 0.60 (0.27–1.36) 19/284 48/812 1.33 (0.59–3.00)
Endometriosis or uterine leiomyomata
Lowest Q 42/301 1.00 Reference 59/301 1.00 Reference 60/307 1.00 Reference 48/306 1.00 Reference
Second Q 41/305 0.74 (0.46–1.20) 44/309 0.75 (0.45–1.24) 50/301 0.93 (0.56–1.54) 47/302 1.01 (0.55–1.83)
Third Q 53/308 0.97 (0.62–1.53) 55/303 1.15 (0.75–1.78) 52/307 0.94 (0.57–1.55) 61/309 1.25 (0.70–2.24)
Highest Q 65/307 1.55 (0.87–2.75) 43/308 0.80 (0.49–1.30) 39/306 0.57 (0.33–0.98) 45/304 1.27 (0.59–2.72)
ptrend = 0.03 ptrend = 0.6 ptrend = 0.03 ptrend = 0.5
Highest 
Q
Lowest 
three Qs OR (95% CI)
Highest 
Q
Lowest 
three Qs OR (95% CI)
Highest 
Q
Lowest 
three Qs OR (95% CI)
Highest 
Q
Lowest 
three Qs OR (95% CI)
Highest vs. lowest three Qs 65/307 136/914 1.71 (1.07–2.75) 43/308 158/913 0.83 (0.51–1.37) 39/306 162/915 0.59 (0.37–0.95) 45/304 156/917 1.16 (0.66–2.05)
Excluding women who had 
diagnosis or hysterectomy
> 10 years ago 38/275 80/835 2.04 (1.12–3.45) 27/286 91/824 0.88 (0.50–1.54) 20/278 98/832 0.54 (0.28–1.02) 29/284 89/826 1.25 (0.62–2.52)
> 7 years ago 32/268 66/819 2.16 (1.23–3.77) 21/279 77/808 0.91 (0.48–1.72) 16/274 82/823 0.50 (0.24–1.02) 24/278 74/809 1.19 (0.60–2.34)
> 5 years ago 27/262 54/806 2.08 (1.14–3.80) 18/275 63/793 0.95 (0.50–1.80) 14/272 67/796 0.53 (0.25–1.13) 22/275 59/793 1.38 (0.66–2.87)
Q, quartile. 
aAdjusted for age, race/ethnicity, age at menarche, current pregnancy status, and current breast-feeding status.Weuve et al.
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laparoscopy-confirmed cases were more likely 
than controls to have “elevated” creatinine-cor-
rected urinary MEHP concentrations [above 
the controls’ median (4.2 ng/mg)], although 
this association was not significant. Findings 
were weaker for urinary MEHHP, MEOHP, 
and the molar sum of the three DEHP metab-
olites. Itoh et al. also found significantly higher 
uncorrected concentrations of all three DEHP 
metabolites with increasingly severe stage of 
endometriosis (p < 0.02), but these trends 
diminished upon creatinine correction. The 
discrepant findings may stem from differences 
in exposure assessment and/or case definition. 
For measures of exposure to DEHP, the first 
two case–control studies used blood-based 
concentrations of DEHP, which is no longer 
considered a valid approach for assessing expo-
sure because of concerns about contamination 
from laboratory equipment and other external 
sources. The correlation between serum DEHP 
and MEHP concentrations was weak in the 
Cobellis et al. (2003) study (r = 0.16, p ≥ 0.3), 
raising questions about the utility of the serum 
DEHP measurements, including the possibility 
that DEHP measurements were affected by 
external contamination (Hauser and Calafat 
2005). Blood-based concentrations of MEHP 
are also prone to contamination from DEHP 
that is also present in the specimen, because 
serum enzymes can hydrolyze DEHP to 
MEHP during storage (Kato et al. 2003). For 
their case definitions, all three case–control 
studies enrolled women with laparoscopically 
confirmed endometriosis. Cases in the Cobellis 
et al. (2003) study underwent further histologic 
confirmation. However, because all participants 
were enrolled in clinical settings, it is possible 
that DEHP and MEHP concentrations were 
affected by supplies used in very recent medical 
procedures associated with the clinical condi-
tions (Hauser and Calafat 2005). For example, 
at least some of the specimens in the Cobellis 
et al. (2003) study were collected immediately 
before anesthesia for laparoscopy, when the 
women were likely on an intravenous therapy 
line, a potential source of DEHP exposure 
(U.S. Food and Drug Administration 2002). 
This may explain why plasma MEHP concen-
trations in the Cobellis et al. (2003) study were 
about 100 times the urinary MEHP concentra-
tions among the women in our study. It is also 
possible that controls recruited from a clinical 
setting—such as those seeking treatment for 
infertility in the Itoh et al. (2009) study—had 
conditions that were themselves influenced by 
exposure to phthalates, leading to biased find-
ings (Hernán et al. 2004).
In contrast, our results for MBP agree with 
results from the Reddy et al. (2006) study in 
which women with endometriosis had signifi-
cantly higher plasma concentrations of DBP 
(the parent compound of MBP) compared 
with controls (Reddy et al. 2006). Nonetheless, 
blood measures of DBP entail limitations as 
described for DEHP, and even in the absence 
of external contamination, there remains the 
possibility that some of the DBP could be 
missed because of its hydrolysis to MBP (Kato 
et al. 2003). In the study by Itoh et al. (2009), 
endometriosis was not significantly associated 
with having an “elevated” creatinine-corrected 
urinary MnBP concentration (above the 
median among the controls, 43.4 ng/mg), and 
there was no apparent trend in urinary MnBP 
across severity classes of the condition.
Our null findings for MBzP and endo-
metriosis were consistent with those of Itoh 
et al. (2009) but diverged from those of Reddy 
et al. (2006) in which plasma BzBP concentra-
tions among cases were significantly higher 
than those among controls. Similar to our find-
ings for MEP, Itoh et al. (2009) did not find 
a significant association between creatinine-
  corrected urinary MEP and endometriosis.
Our weakly inverse association between 
MEHP and leiomyomata agrees with the 
case–control study by Luisi et al. (2006), in 
which significantly lower serum DEHP and 
MEHP concentrations were found among 
  hysterectomy-confirmed cases of leiomyomata 
relative to controls (confirmed by ultrasound 
to be free of disease). The measurement con-
cerns we described above also pertain to this 
case–control study, but they would likely serve 
to over  estimate DEHP exposures among the 
cases, rendering the estimates from this case–
control study conservative. However, this 
study may have reduced external contamina-
tion through its use of glass collection and 
storage materials.
Our results are also consistent with animal 
data showing positive associations of exposure 
to DEHP and its metabolite MEHP with ano-
vulation or delayed ovulation, longer estrous 
cycles, decreased synthesis of estradiol, and 
decreased serum progesterone levels (Davis 
et al. 1994a, 1994b; Lovekamp and Davis 
2001), all of which would predict a protective 
effect on uterine leiomyomata and endometri-
osis. The pathophysiology of leiomyomata is 
believed to depend on the biological activ-
ity of the endogenous sex steroid hormones 
estrogen (estradiol, estrone, estriol) and pro-
gesterone (Rein 2000; Rein and Nowak 1992; 
Rein et al. 1995), as well as locally derived 
growth factors (Andersen 1998). The hor-
mone-dependent nature of leiomyomata is 
supported by the following observations: They 
do not occur before menarche, they have an 
increased concentration of estrogen and pro-
gesterone receptors compared with normal 
myometrium (Strauss and Coutifaris 1999), 
and they shrink in volume after menopause 
or with suppression of ovarian function via 
gonadotropin-releasing hormone (GnRH) 
agonist therapy or oophorectomy (Friedman 
et al. 1990). The literature on the relation of 
endogenous sex hormones to leiomyomata 
is limited and mixed. Although an earlier 
study reported than serum estrogen levels did 
not differ significantly between leiomyomata 
cases and controls (Potgieter et al. 1995), a 
subsequent study reported that urinary con-
centrations of many sex hormones, including 
17β-estradiol, were significantly higher among 
leiomyomata cases than controls (Jung et al. 
2004). Several epidemiologic studies show an 
increased risk of leiomyomata associated with 
reproductive and hormonal factors, including 
early age at menarche and nulliparity, which 
Table 4. Adjusteda ORs of endometriosis or uterine leiomyomata by concentration of creatinine-corrected urinary phthalate metabolites of DEHP (2001–2004).
MEHP MEHHP MEOHP
Molar sum of  
MEHP, MEHHP, and MEOHP
Cases/n OR 95% CI Cases/n OR 95% CI Cases/n OR 95% CI Cases/n OR 95% CI
Endometriosis (n = 838)
Lowest three quartilesb 45/615 1.00 Reference 47/628 1.00 Reference 46/627 1.00 Reference 47/629 1.00 Reference
Highest quartileb 12/223 0.60 (0.24–1.50) 10/210 0.46 (0.18–1.21) 11/211 0.62 (0.27–1.44) 10/209 0.48 (0.18–1.25)
Uterine leiomyomata (n = 835)
Lowest three quartilesb 91/612 1.00 Reference 87/626 1.00 Reference 84/625 1.00 Reference 86/627 1.00 Reference
Highest quartileb 22/223 0.66 (0.32–1.37) 26/209 0.97 (0.55–1.71) 29/210 1.43 (0.87–2.37) 27/208 1.08 (0.60–1.95)
Endometriosis or uterine leiomyomata (n = 835)
Lowest three quartilesb 115/612 1.00 Reference 116/626 1.00 Reference 113/625 1.00 Reference 115/627 1.00 Reference
Highest quartileb 31/223 0.69 (0.38–1.25) 30/209 0.69 (0.43–1.12) 33/210 0.96 (0.63–1.47) 31/208 0.77 (0.46–1.29)
aAdjusted for age, race/ethnicity, age at menarche, and current pregnancy status. Further adjustment for current breast-feeding status created model instability. bRanges for MEHP 
groups (ng/mg): 0.2–6.3 (lowest three quartiles) and 6.4–538 (highest quartile); ranges for MEHHP groups (ng/mg): 0.5–31.9 (lowest three quartiles) and 32.0–1885 (highest quartile); ranges 
for MEOHP groups (ng/mg): 0.6–21.3 (lowest three quartiles) and 21.4–1115 (highest quartile); and ranges for molar sum of MEHP, MEHHP, and MEOHP (nmol/mg): 0.6–27.5 (lowest three 
quartiles) and 27.5–1094 (highest quartile).Phthalates and risk of endometriosis and leiomyomata
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suggests that increased menstrual cycling is a 
risk factor (Schwartz 2001; Wise et al. 2004).
Similarly, endometriosis is associated 
with abnormal steroid production and activ-
ity (Dizerega et al. 1980; Eskenazi and 
Warner 1997), with diagnoses occurring 
post  menarchally (Houston 1984) and symp-
toms abating after menopause. Endometriotic 
implants are dependent on estrogen for their 
maintenance and growth (Dizerega et al. 
1980; Gurates and Bulun 2003), and reduc-
tion of estradiol production, via either surgi-
cal (oophorectomy) or hormonal (GnRH 
agonist analogues) intervention, causes atro-
phy of endometriosis lesions and is effective in 
treating pain symptoms. High-dose synthetic 
progestins are effective in the treatment of 
endometriosis through suppression of luteiniz-
ing hormone and FSH secretion that inhib-
its estradiol production, direct antiestrogenic 
effects on the lesions, and induction of pseudo-
decidualization (Taylor and Lebovic 2009). 
Estradiol production is up-regulated in endo-
metriotic implants, whereas estradiol metabo-
lism is impaired because of a deficiency of the 
enzyme 17β-hydroxysteroid dehydrogenase 
type 2 (Gurates and Bulun 2003). Also, the 
progesterone receptor subtype B is deficient in 
endometriosis tissue (Attia et al. 2000). In epi-
demiologic studies, endometriosis is positively 
associated with early age at menarche, shorter 
cycle length, decreased parity, and not breast-
feeding (Missmer et al. 2004a), all of which can 
affect menstrual cycling and lifetime cumulative 
exposure to estrogens.
Nonetheless, although our findings for 
DEHP’s oxidative metabolites provided sup-
port for an inverse association between DEHP 
exposure and endometriosis, they raised doubts 
about an association with leiomyomata. In the 
subset of women evaluated in 2001–2004, we 
compared findings for urinary concentrations 
of MEHHP and MEOHP with findings for 
MEHP, and both MEHHP and MEOHP 
were detectable in nearly all specimens in our 
study, including those in which MEHP was 
undetectable. The associations of the two oxi-
dative metabolite concentrations with endo-
metriosis were inverse and remarkably similar 
in magnitude to the corresponding association 
for MEHP. However, the associations between 
the oxidative metabolites and uterine leio-
myomata were not consistent with the inverse 
(albeit nonsignificant) corresponding associa-
tion for MEHP. The association for MEHHP 
was essentially null [OR = 0.97 (95% CI, 0.55–
0.71) for women in the highest quartile vs. the 
lowest three quartiles], and although the asso-
ciations for MEOHP and MECPP suggested 
a positive (nonsignificant) association, further 
analyses at alternative threshold concentrations 
were more consistent with null associations 
[e.g., OR = 0.92 (95% CI, 0.39–2.15) compar-
ing highest sextile of urinary MEOHP vs. the 
lowest five]. Although these findings emanated 
from a subset of participants, they suggest that 
the inverse association between MEHP and 
leiomyomata may be a chance finding.
Our study has three principal limitations 
that warrant consideration. First, with its cross-
sectional design, the assessment of exposure 
to phthalates may have occurred several years 
after diagnosis of the outcomes. It is uncertain 
whether diagnosis would directly influence uri-
nary phthalate concentrations by altering the 
metabolism of phthalates, although recent data 
from 60 women in the Early Pregnancy Study 
indicate little variation in urinary phthalate 
metabolite concentrations across phases of the 
menstrual cycle (Baird et al. 2009), suggesting 
that changes in a woman’s endogenous hor-
monal milieu (which might occur with age, oral 
contraceptive use, or hysterectomy) have mini-
mal effects on phthalate metabolism. However, 
it remains possible that diagnoses could indi-
rectly affect urinary phthalate concentrations via 
exposures resulting from diagnosis, as described 
above. However, given the short half-lives of 
the metabolites, it seems unlikely that diagnosis-
related procedures occurring more than a few 
days before the NHANES examination would 
be an important source of exposure. Moreover, 
although medications have recently been identi-
fied as an important source of DBP and DEP 
exposures (Hauser et al. 2004; Hernández-
Díaz et al. 2009), medications typically indi-
cated for endometriosis and leiomyomata are 
not likely to contain these compounds because 
they are not coated for timed release. Even in 
the absence of reverse causation, the increas-
ing interval between the relevant and measured 
exposures is a form of measurement error—
nondifferential with respect to exposure or dis-
ease status—that could attenuate the observed 
associations. The associations between MBP 
and uterine leiomyomata and between MEHP 
and endometriosis became stronger when we 
confined analyses to women whose diagnoses 
or hysterectomies occurred within 7 years of 
their NHANES evaluation, suggesting that this 
type of exposure measurement error may have 
affected our results.
Our exposure measure is limited in that 
phthalates do not bioaccumulate and have 
short half-lives in the body. Therefore, measure-
ments taken at a single point in time are less 
reliable indicators of typical exposures than, for 
example, a series of measurements taken over 
several weeks. Yet emerging data suggest some 
consistency of phthalate exposures over time 
among reproductive-age women. In their study 
of 46 women 35–49 years of age who provided 
first-morning urinary voids on 2 consecutive 
days, Hoppin et al. (2002) found intraclass 
correlations (ICCs) ranging from 0.53 to 0.80 
for creatinine-corrected urinary concentrations 
of MBP, MEP, MEHP, and MBzP. Over lon-
ger time intervals, these correlations may be 
weaker, as suggested by data from two studies: 
the Early Pregnancy Study, which reported 
ICCs for these urinary metabolites ranging 
from 0.36 to 0.53 for measurements taken 
over 2-week intervals (Baird et al. 2009); and 
a study of 28 pregnant women (Adibi et al. 
2008), which reported ICCs for the creatinine-
corrected urinary phthalate concentrations 
ranging from 0.21 to 0.65 for measurements 
taken repeatedly over 6 weeks. Therefore, it 
is possible that we have underestimated the 
true associations, where they exist, between 
phthalate exposures and endometriosis and 
uterine leiomyomata. Nonetheless, our expo-
sure measures do represent an advance over 
measures used in previous work in that we have 
used urinary measures of phthalate metabolites, 
which are far less vulnerable to contamination 
than phthalate diester measurements in blood. 
Moreover, we have evaluated exposures to four 
phthalates, conferring a degree of specificity to 
our findings.
Finally, an important limitation of our 
study is that measures of both outcomes were 
based solely on self-report of physician diag-
nosis. Prevalence estimates of these conditions 
in our study population are similar to stud-
ies based on hospital-discharge and prospec-
tive cohort data (Eskenazi and Warner 1997; 
Missmer and Cramer 2003; Schwartz and 
Marshall 2000; Wise et al. 2005). Two large 
prospective studies of self-reported leiomyo-
mata that validated the reports against medical 
records indicated a low proportion of false pos-
itives (Marshall et al. 1997; Wise et al. 2004); 
therefore, specificity of diagnosis is likely to 
be high. False reports of endometriosis diag-
nosis may occur more frequently (Missmer 
et al. 2004b), but the proportion of undiag-
nosed endometriosis cases is likely to be smaller 
(Zondervan et al. 2002). For both outcomes, it 
seems unlikely that misclassification of disease 
status was influenced by degree of phthalate 
exposure, and such nondifferential misclas-
sification would have attenuated our findings. 
Our findings for endometriosis may have been 
further influenced by phthalate effects that are 
specific to different types of underlying pathol-
ogy. Estrogen-related risk factors appear to vary 
by endometriosis that is concurrent with and 
independent of infertility (the latter which is 
often accompanied by pain) (Missmer et al. 
2004a, 2004b). However, in the absence of 
data on infertility and symptomatic pain, the 
findings reflect an averaged association of the 
phthalate measures with these two subgroups.
In addition to our study’s strengths in 
its exposure measurements, our study also 
benefited from its large sample size, its con-
sideration of several important potential 
confounders, and its representativeness of 
the general population of reproductive-age 
women living in the United States. In conclu-
sion, we have identified preliminary evidence Weuve et al.
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suggesting that exposure to DBP may be asso-
ciated with increased risk of endometriosis 
and uterine leiomyomata, and that exposure 
to DEHP may be associated with reduced risk 
of these conditions. These findings warrant 
investigation in future prospective studies.
RefeRences
Adibi JJ, Whyatt RM, Williams PL, Calafat AM, Camann D, 
Herrick R, et al. 2008. Characterization of phthalate expo-
sure among pregnant women assessed by repeat air and 
urine samples. Environ Health Perspect 116:467–473.
Agarwal DK, Lawrence WH, Autian J. 1985. Antifertility and 
mutagenic effects in mice from parenteral administration 
of di-2-ethylhexyl phthalate (DEHP). J Toxicol Environ 
Health 16:71–84.
Agarwal DK, Lawrence WH, Turner JE, Autian J. 1989. Effects 
of parenteral di-(2-ethylhexyl)phthalate (DEHP) on gonadal 
biochemistry, pathology, and reproductive performance of 
mice. J Toxicol Environ Health 26:39–59.
Andersen J. 1998. Factors in fibroid growth. Baillieres Clin 
Obstet Gynaecol 12:225–243.
Arcadi FA, Costa C, Imperatore C, Marchese A, Rapisarda A, 
Salemi M, et al. 1998. Oral toxicity of bis(2-ethylhexyl) 
phthalate during pregnancy and suckling in the Long-
Evans rat. Food Chem Toxicol 36:963–970.
Attia GR, Zeitoun K, Edwards D, Johns A, Carr BR, Bulun SE. 
2000. Progesterone receptor isoform A but not B is 
expressed in endometriosis. J Clin Endocrinol Metab 
85:2897–2902.
Baird DD, Dunson DB, Hill MC, Cousins D, Schectman JM. 
2003. High cumulative incidence of uterine leiomyoma 
in black and white women: ultrasound evidence. Am J 
Obstet Gynecol 188:100–107.
Baird DD, Saldana TM, Nepomnaschy PA, Hoppin JA, 
Longnecker MP, Weinberg CR, et al. 2009. Within-person 
variability in urinary phthalate metabolite concentra-
tions: measurements from specimens after long-term fro-
zen storage. J Expo Sci Environ Epidemiol; doi:10.1038/
jes.2009.17 [Online 11 March 2009].
Berman E, Laskey JW. 1993. Altered steroidogenesis in whole-
ovary and adrenal culture in cycling rats. Reprod Toxicol 
7:349–358.
Blount BC, Milgram KE, Silva MJ, Malek NA, Reidy JA, 
Needham LL, et al. 2000a. Quantitative detection of 
eight phthalate metabolites in human urine using HPLC-
APCI-MS/MS. Anal Chem 72:4127–4134.
Blount BC, Silva MJ, Caudill SP, Needham LL, Pirkle JL, 
Sampson EJ, et al. 2000b. Levels of seven urinary phtha-
late metabolites in a human reference population. Environ 
Health Perspect 108:979–982.
Breslow NE, Day NE. 1987. Statistical methods in cancer 
research. Vol 2. The design and analysis of cohort studies. 
IARC Sci Publ 82:1–406.
CDC (Centers for Disease Control and Prevention). 2005. Anallytic 
and Reporting Guidelines: The National Health and Nutrition 
Examination Survey. Available: http://www.cdc.gov/nchs/
data/nhanes/nhanes_03_04/nhanes_  analytic_guidelines_
dec_2005.pdf [accessed 4 August 2008].
CDC (Centers for Disease Control and Prevention). 2009. National 
Health and Nutrition Examination Survey. Hyattsville, 
MD:U.S. Department of Health and Human Services, 
National Center for Health Statistics. Available: http://www.
cdc.gov/nchs/nhanes.htm [accessed 13 July 2009]. 
Cobellis L, Latini G, Felice CD, Razzi S, Paris I, Ruggieri F, et al. 
2003. High plasma concentrations of di-(2-ethylhexyl)-
phthalate in women with endometriosis. Hum Reprod 
18:1512–1515.
Davis BJ, Maronpot RR, Heindel JJ. 1994a. Di-(2-ethylhexyl) 
phthalate suppresses estradiol and ovulation in cycling 
rats. Toxicol Appl Pharmacol 128:216–223.
Davis BJ, Weaver R, Gaines LJ, Heindel JJ. 1994b. Mono-(2-
ethylhexyl) phthalate suppresses estradiol production 
independent of FSH-cAMP stimulation in rat granulosa 
cells. Toxicol Appl Pharmacol 128:224–228.
Dizerega GS, Barber DL, Hodgen GD. 1980. Endometriosis: role 
of ovarian steroids in initiation, maintenance, and suppres-
sion. Fertil Steril 33:649–653.
Ema M, Miyawaki E, Kawashima K. 1998. Reproductive effects 
of butyl benzyl phthalate in pregnant and pseudopregnant 
rats. Reprod Toxicol 12:127–132.
Ema M, Miyawaki E, Kawashima K. 2000. Effects of   dibutyl 
phthalate on reproductive function in pregnant and 
pseudo  pregnant rats. Reprod Toxicol 14:13–19.
Eskenazi B, Warner ML. 1997. Epidemiology of endometriosis. 
Obstet Gynecol Clin North Am 24:235–258.
Farquhar CM, Steiner CA. 2002. Hysterectomy rates in the 
United States 1990–1997. Obstet Gynecol 99:229–234.
Flynn M, Jamison M, Datta S, Myers E. 2006. Health care 
resource use for uterine fibroid tumors in the United 
States. Am J Obstet Gynecol 195:955–964.
Friedman AJ, Lobel SM, Rein MS, Barbieri RL. 1990. Efficacy 
and safety considerations in women with uterine leio-
myomas treated with gonadotropin-releasing hormone 
agonists: the estrogen threshold hypothesis. Am J Obstet 
Gynecol 163:1114–1119.
Gurates B, Bulun SE. 2003. Endometriosis: the ultimate hor-
monal disease. Semin Reprod Med 21:125–134.
Harris CA, Henttu P, Parker MG, Sumpter JP. 1997. The estro-
genic activity of phthalate esters in vitro. Environ Health 
Perspect 105:802–811.
Hauser R, Calafat AM. 2005. Phthalates and human health. 
Occup Environ Med 62:806–818.
Hauser R, Duty S, Godfrey-Bailey L, Calafat AM. 2004. 
Medications as a source of human exposure to phthalates. 
Environ Health Perspect 112:751–753.
Hernán MA, Hernández-Díaz S, Robins JM. 2004. A structural 
approach to selection bias. Epidemiology 15:615–625.
Hernández-Díaz S, Mitchell AA, Kelley KE, Calafat AM, 
Hauser R. 2009. Medications as a potential source of expo-
sure to phthalates in the U.S. population. Environ Health 
Perspect 117:185–189.
Hoppin JA, Brock JW, Davis BJ, Baird DD. 2002. Reproducibility 
of urinary phthalate metabolites in first morning urine 
samples. Environ Health Perspect 110:515–518.
Hornung RW, Reed L. 1990. Estimation of average concentra-
tion in the presence of nondetectable values. Appl Occup 
Environ Hyg 5:46–51.
Houston DE. 1984. Evidence for the risk of pelvic endometriosis 
by age, race and socioeconomic status. Epidemiol Rev 
6:167–191.
Itoh H, Iwasaki M, Hanaoka T, Sasaki H, Tanaka T, Tsugane S. 
2009. Urinary phthalate monoesters and endometriosis in 
infertile Japanese women. Sci Total Environ 408:37–42.
Jackson S. 1966. Creatinine in urine as an index of urinary 
excretion rate. Health Phys 12:843–850.
Jung BH, Bai SW, Chung BC. 2004. Endogenous urinary ste-
roids in premenopausal women with uterine leiomyomas. 
Int J Gynecol Obstet 84:55–60.
Kato K, Silva MJ, Brock JW, Reidy JA, Malek NA, Hodge CC, et al. 
2003. Quantitative detection of nine phthalate metabolites in 
human serum using reversed-phase high-performance   liquid 
chromatography-electrospray   ionization-tandem mass spec-
trometry. J Anal Toxicol 27:284–289.
Kato K, Silva MJ, Reidy JA, Hurtz D III, Malek NA, Needham LL, 
et al. 2004. Mono(2-ethyl-5-hydroxyhexyl) phthalate and 
mono-(2-ethyl-5-oxohexyl) phthalate as biomarkers for 
human exposure assessment to di-(2-ethylhexyl) phtha-
late. Environ Health Perspect 112:327–330.
Lamb JC, Chapin RE, Teague J, Lawton AD, Reel JR. 1987. 
Reproductive effects of four phthalic acid esters in the 
mouse. Toxicol Appl Pharmacol 88:255–269.
Laskey JW, Berman E. 1993. Steroidogenic assessment using 
ovary culture in cycling rats: effects of bis(2-diethylhexyl)
phthalate on ovarian steroid production. Reprod Toxicol 
7:25–33.
Lovekamp TN, Davis BJ. 2001. Mono-(2-ethylhexyl) phthalate 
suppresses aromatase transcript levels and estradiol 
production in cultured rat granulosa cells. Toxicol Appl 
Pharmacol 172:217–224.
Luisi S, Latini G, de Felice C, Sanseverino F, di Pasquale D, 
Mazzeo P, et al. 2006. Low serum concentrations of di-(2-
ethylhexyl)phthalate in women with uterine fibromatosis. 
Gynecol Endocrinol 22:92–95.
Marshall LM, Spiegelman D, Barbieri RL, Goldman MB, 
Manson JE, Colditz GA, et al. 1997. Variation in the inci-
dence of uterine leiomyoma among premenopausal 
women by age and race. Obstet Gynecol 90:967–973.
Missmer SA, Cramer DW. 2003. The epidemiology of endo-
metriosis. Obstet Gynecol Clin North Am 30:1–19.
Missmer SA, Hankinson SE, Spiegelman D, Barbieri RL, 
Malspeis S, Willett WC, et al. 2004a. Reproductive history 
and endometriosis among premenopausal women. Obstet 
Gynecol 104:965–974.
Missmer SA, Hankinson SE, Spiegelman D, Barbieri RL, 
Marshall LM, Hunter DJ. 2004b. Incidence of laparoscopi-
cally confirmed endometriosis by demographic, anthropo-
metric, and lifestyle factors. Am J Epidemiol 160:784–796.
Missmer SA, Mohllajee AP. 2008. The etiology of endometrio-
sis: environment. In: Endometriosis 2008 (Rombauts L, 
Tsaltas J, Maher P, Healy D, eds). Oxford:Blackwell.
Picard K, Lhuguenot J-C, Lavier-Canivenc M-C, Chagnon M-C. 
2001. Estrogenic activity and metabolism of n-butyl benzyl 
phthalate in vitro: identification of the active molecule(s). 
Toxicol Appl Pharmacol 172:108–118.
Potgieter HC, Magagane F, Bester MJ. 1995. Oestrogen and 
progesterone receptor status and PgR/ER ratios in nor-
mal and myomatous human myometrium. East Afr Med J 
72:510–514.
Reddy BS, Rozati R, Reddy BVR, Raman N. 2006. Association 
of phthalate esters with endometriosis in Indian women. 
BJOG 113:515–520.
Rein MS. 2000. Advances in uterine leiomyoma research: 
the progesterone hypothesis. Environ Health Perspect 
108:791–793.
Rein MS, Barbieri RL, Friedman AJ. 1995. Progesterone: a 
critical role in the pathogenesis of uterine myomas. Am J 
Obstet Gynecol 172:14–18.
Rein MS, Nowak RA. 1992. Biology of uterine myomas and myo-
metrium in vitro. Semin Reprod Endocrinol 10:310–319.
Schwartz SM. 2001. Epidemiology of uterine leiomyomata. Clin 
Obstet Gynecol 44:316–326.
Schwartz SM, Marshall LM. 2000. Uterine leiomyomata. In: 
Women Health (Goldman MB, Hatch MC, eds). San 
Diego:Academic Press, 240–252.
Schwartz SM, Marshall LM, Baird DD. 2000. Epidemiologic 
contributions to understanding the etiology of uterine leio-
myomata. Environ Health Perspect 108:821–827.
Silva MJ, Barr DB, Reidy JA, Malek NA, Hodge CC, Caudill SP, 
et al. 2004. Urinary levels of seven phthalate metabolites in 
the U.S. population from the National Health and Nutrition 
Examination Survey (NHANES) 1999–2000. Environ Health 
Perspect 112:331–338.
Silva MJ, Malek NA, Hodge CC, Reidy JA, Kato K, Barr DB, 
et al. 2003. Improved quantitative detection of 11 urinary 
phthalate metabolites in humans using liquid chroma-
tography-atmospheric pressure chemical ionization tan-
dem mass spectrometry. J Chromatogr B Analyt Technol 
Biomed Life Sci 789:393–404.
Simoens S, Hummelshoj L, D’Hooghe T. 2007. Endometriosis: 
cost estimates and methodological perspective. Hum 
Reprod Update 13:395–404.
Strauss J, Coutifaris C. 1999. The endometrium and myometrium: 
regulation and dysfunction. In: Reproductive Endocrinology 
(Yen S, Jaffe JM, Barbieri RL, eds). Philadelphia:W.B. 
Saunders, 218–256.
Taylor RN, Lebovic DI. 2009. Endometriosis. In: Yen & Jaffe’s 
Reproductive Endocrinology: Physiology, Pathophysiology, 
and Clinical Management. 6th ed. (Strauss JF, Barbieri RL, 
eds). Philadelphia:Saunders Elsevier, 577–596.
U.S. Food and Drug Administration. 2002. Safety Assessment 
of Di(2-ethylhexyl)phthalate (DEHP) Released from PVC 
Medical Devices. Rockville, MD:U.S. Food and Drug 
Administration, Center for Devices and Radiological Health.
Velebil P, Wingo PA, Xia Z, Wilcox LS, Peterson HB. 1995. 
Rate of hospitalization for gynecologic disorders among 
reproductive-age women in the United States. Obstet 
Gynecol 86:764–769.
Wilcox LS, Koonin LM, Pokras R, Strauss LT, Xia Z, Peterson 
HB. 1994. Hysterectomy in the United States, 1988–1990. 
Obstet Gynecol 83:549–555.
Wise LA, Palmer JR, Harlow BL, Spiegelman D, Stewart EA, 
Adams-Campbell LL, et al. 2004. Reproductive factors, 
hormonal contraception and risk of uterine leiomyomata 
in African-American women: a prospective study. Am J 
Epidemiol 159:113–123.
Wise LA, Palmer JR, Stewart EA, Rosenberg L. 2005. Age-
specific incidence rates for self-reported uterine leiomyo-
mata in the Black Women’s Health Study. Obstet Gynecol 
105:563–568.
Zondervan KT, Cardon LR, Kennedy SH. 2002. What makes a 
good case-control study? Design issues for complex traits 
such as endometriosis. Hum Reprod 17:1415–1423.